were identified to be associated with the preferred binding of analog 18 towards the plasmodium 20S proteasome β5 subunit. Figure S1 : Enrichment of the Pf20S proteasome from P.falciparum lysate using A) anion exchange and B)
2) Supplemental
size-exclusion chromatography. Following each chromatographic step, fractions were assayed with LLVY-AMC and the most active fractions (red shading) were pooled. C) Silver-stained SDS-PAGE gel to compare of the Pf20S alpha and beta subunits with the commercial preparation of the constitutive 20S proteasome. The residues in red are catalytic residues and the residues in blue were identified as residue substitutions in the Pf 20S proteasome model that are associated with the preferred binding of analog 18 towards the plasmodium 20S proteasome β5 subunit (Table S4 ). The methionine residue (green) is replaced by isoleucine in the carmaphycin resistant yeast mutant strain. Analytical data for validation of carmaphycin B analogs
Smile: 6, 173.3, 171.5, 171.3, 59.0, 58.2, 52.9, 52.4, 50.1, 39.9, 36.6, 31.9, 31.4, 31.2, 27.4, 25.4, 25.1, 23.3, 22.3, 21.1, 19.1, 18.3, 16.7, 13.9, 13.8 
Smile: 6, 173.6, 171.7, 171.4, 136.3, 129.2, 128.6, 126.9, 59.2, 53.9, 53.2, 52.5, 50.7, 50.4, 39.7, 38.0, 36.4, 31.9, 31.3, 27.4, 25.3, 25.2, 23.4, 22.3, 22.3, 21.2, 16.8, 13.9, 13. Na, 552.3413) .
Smile: 
Smile: 3, 173.4, 171.3, 171.1, 145.3, 130.0, 125.8, 115.3, 59.1, 54.3, 53.2, 52.4, 50.3, 39.8, 36.9, 36.50, 31.8, 31.3, 27.3, 25.2, 23.4, 22.3, 22.3, 21.3, 16.7, 13.9, 13. Na, 567.3522) .
Smile: 6, 173.5, 171.5, 171.4, 136.2, 127.4, 123.2, 122.4, 119.9, 118.7, 111.3, 110.4, 59.1, 53.7, 53.4, 52.5, 50.2, 40.4, 39.8, 36.6, 31.7, 31.4, 27.9, 27.3, 25.2, 23.4, 23.4, 22.4, 22.3, 21.3, 16.8, 13. 
Smile: 6, 173.4, 171.0, 170.8, 136.4, 135.7, 129.3, 129.2, 128.7, 128.6, 127.2, 127.0, 59.3, 54.1, 53.1, 52.7, 52.5, 37.9, 37.1, 36.5, 31.8, 31.3, 27.3, 25.3, 22.4, 22.3, 16.5, 13.9, 13.9 
Smile: 3, 173.4, 170.8, 170.2, 149.9, 145.4, 135.5, 129.3, 128.7, 127.2, 124.4, 59.3, 53.2, 53.0, 52.8, 52.6, 37.0, 36.9, 36.4, 31.8, 31.2, 27.2, 25.2, 22.3, 22.3, 16.6, 13.9, 13.8 Analog 9: (S)-2-((S)-3-(4-aminophenyl)-2-hexanamidopropanamido)-N-((S)-1-((R)-2-methyloxiran-2-yl)-1-oxo-3-phenylpropan-2-yl)hexanamide. 170.9, 136.3, 135.7, 129.3, 129.2, 128.7, 128.6, 127.2, 127. 3, 115.6, 59.3, 54.1, 53.1, 52.7, 52.5, 37.9, 37.1, 36.5, 31.8, 31.3, 27.3, 25.3, 22.4, 22.3, 16.6, 13.9, 13.9 Analog
Smile:

O=C(N[C@@H](CC1=CC=C(N)C=C1)C(N[C@@H](CCCC)C(N[C@@H](CC2=CC=CC=C2)C([C@
]
10: tert-butyl (4-((S)-2-hexanamido-3-(((S)-1-(((S)-1-((R)-2-methyloxiran-2-yl)-1-oxo-3-phenylpropan-2-
yl)amino)-1-oxohexan-2-yl)amino)-3-oxopropyl)phenyl)carbamate. 6, 173.4, 171.0, 171.0, 152.6, 137.3, 135.8, 130.6, 129.7, 129.3, 128.6, 127.1, 118.5, 80.5, 59.3, 54.1, 53.1, 52.7, 52.5, 37.2, 37.0, 36.4, 31.8, 31.3, 28.3, 27.2, 25.3, 22.3, 22.3, 16.5, 13.9, 13.8 Analog 11:
Smile:
O=C(N[C@@H](CC1=CC=C(NC(OC(C)(C)C)=O)C=C1)C(N[C@@H](CCCC)C(N[C@@H](CC2=CC=CC=C2) C([C@]3(CO3)C)=O)=O)=O)CCCCC
phenylpropan-2-yl)hexanamide. 7, 173.4, 171.4, 171.0, 136.1, 135.9, 135.5, 129.3, 128.6, 127.1, 123.2, 122.4, 119.8, 118.8, 111.3, 110.3, 59.3, 53.7, 53.1, 52.7, 52.6, 37.1, 36.9, 36.5, 31.6, 31.3, 28.1, 27.1, 25.2, 22.3, 22.2, 16.5, 13.9, 13.8 Analog 12: Analog 13:
Smile:
O=C(N[C@@H](CC1=CNC2=C1C=CC=C2)C(N[C@@H](CCCC)C(N[C@@H](CC3=CC=CC=C3)C([C@]4(C O4
)N-((R)-3-(4-aminophenyl)-1-(((S)-3-(4-aminophenyl)-1-(((S)-4-methyl-1-((R)-2-methyloxiran-2-yl)-1- oxopentan-2-yl)amino)-1-oxopropan-2-yl)amino)-1-oxopropan-2-yl)hexanamide .
Smile:
O=C(N[C@@H](CC1=CC=C(N)C=C1)C(N[C@@H](CC2=CC=C(N)C=C2)C(N[C@@H](CC(C)C)C([C@
Smile: 1, 174.8, 172.1, 171.6, 161.8, 136.6, 129.6, 129.4, 128.9, 128.0, 115.4, 58.6, 54.7, 52.6, 51.5, 42.3, 36.8, 36.1, 35.4, 30.9, 25.1, 22.0, 22.0, 17.2, 15.8, 15.2, 12.9, 11.7 .
HRESIMS m/z [M+Na] + 650.3317 (calcd for C 36 H 45 N 5 O 5 Na, 650.3318).
Smile: 1, 173.7, 170.9, 170.4, 152.8, 137.4, 137.2, 130.6, 130.5, 129.7, 129.6, 118.9, 118.8, 80.5, 59.0, 54.2, 54.1, 52.4, 50.1, 39.8, 37.0, 36.7, 36.3, 31.3, 28.3, 28.3, 25.1, 25.0, 23.3, 22.3, 21.2, 21.1, 16.6, 13.9 
Smile: 3H), 7.20 (d, J = 8.4 Hz, 2H), 2H), 2H), 6.92 (dd, J = 8.9, 2.2 Hz, 2H), 6.64 (d, J = 13.8 Hz, 2H), 2H), 5.98 (d, J = 7.5 Hz, 1H), 4.73 (td, J = 8.0, 5.0 Hz, 1H), 4.56 (q, J = 7.0 Hz, 1H) 173.5, 170.8, 170.1, 152.7, 137.3, 137.2, 135.7, 130.6, 129.7, 129.6, 129.3, 128.5, 127.0, 118.8, 80.5, 59.2, 54.1, 54.0, 52.6, 52.5, 37.1, 36.9, 36.8, 36.4, 31.3, 28.3, 28.3, 25.2, 22.3, 16.4, 13. 
Smile: 9, 173.6, 170.8, 170.7, 136.3, 135.9, 127.5, 127.2, 123.7, 123.3, 122.7, 122.1, 120.2, 119.4, 118.6, 118.1, 111.6, 111.3, 110.1, 109.3, 59.1, 54.2, 53.6, 52.3, 50.1, 39.3, 38.6, 35.7, 31.2, 26.9, 26.6, 24.7, 23.2, 22.3, 21.1, 16.7, 13.9 
Smile: 1, 173.6, 170.9, 170.7, 136.5, 136.3, 135.7, 129.3, 128.3, 127.4, 127.1, 126.6, 123.7, 123.3, 122.6, 122.0, 120.0, 119.4, 118.7, 118.1, 111.5, 111.2, 110.1, 108.9, 59.2, 54.1, 53.7, 52.7, 52.4, 36.5, 35.8, 31.2, 27.3, 26.6, 24.9, 22.3, 16.5, 14. 2, 173.6, 171.5, 171.4, 59.0, 58.8, 52.8, 52.4, 49.9, 39.7, 36.4, 32.1, 31.4, 31.1, 27.5, 25.4, 25.1, 23.3, 22.3, 22.3, 21.1, 19.1, 18.5, 16.6, 13.9, 13.8 
